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Period for Reply 


A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 
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- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )KI Responsive to communication(s) filed on 09 June 2010 . 
2a )^ This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 10-14 and 16 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) |EI Claim(s) 10-14 and 16 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) Q The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
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3.Q Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

Receipt is acknowledged of Applicant's amendments and remarks filed 06/09/2010. The 
Examiner acknowledges the following: 
Claims 10, 11 have been amended. 
Claim 1 5 is cancelled. 

Claims 1 — 14 and 16 currently represent all pending claims under examination. 


INFORMA TION DISCLOSURE STA TEMENT 

Information Disclosure Statement (IDS) filed 06/09/2010 is acknowledged. 


WITHDRA WN REJECTIONS 

Rejections not reiterated from previous Office Actions are hereby withdrawn. The 
following rejections are either reiterated or newly applied. They constitute the complete set 
presently being applied to the instant application. 


NEW REJECTIONS 
Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and 
distinctly claiming the subject matter which the applicant regards as his invention. 

Claim 10-14 and 16 are rejected under 35 U.S.C. 1 12, second paragraph, as being 

indefinite for failing to particularly point out and distinctly claim the subject matter which 

applicant regards as the invention. 
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It is not clear what applicant intends by the limitation of claim 10 "a compound." This is 
very vague and can encompass a multitude of things. Page 4 lines 33- page 5 line 10 of the 
specification, states in the broadest aspect of the present invention an oral dosage form 
comprising an erodible core, which core comprises Compound A (Rosiglitazone) or a 
pharmaceutically acceptable salt or solvate thereof and an anti-diabetic. There is no mention of 
inclusion of more than just another anti-diabetic agent. In other words there are not multiple anti- 
diabetic agents mentioned to be included. Page 1 1 , lines 7-20 of the specification teaches 
delayed release of at least one of Compound A (Rosiglitazone) or_a pharmaceutically acceptable 
salt or solvate thereof and another antidiabetic agent. There is no mention of including 
compound A (Rosiglitazone), with Metformin and another anti-diabctic compound. There is no 
mention of the inclusion of two antidiabetic agents with the Rosiglitazone. The examples are 
further directed to the inclusion of two anti-diabetic compounds (e.g. Rosiglitazone and 
Metformin). Furthermore, there is nothing in the specification that states what this other 
compound might be. It could encompass any known compound. Applicants have not pointed to 
where in the specification there is support for this additional component should it be intended to 
be another anti-diabetic. Therefore, the examiner is interpreting the new limitation of "a 
compound" to encompass any compound which would read on having excipients. Claims 11-14 
and 16 are rejected due to their dependency from claim 10 with the new limitation "a 
compound". 

MAINTAINED REJECTIONS 
Claim Rejections - 35 USC § 103 
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The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or 
described as set forth in section 102 of this title, if the differences between the subject 
matter sought to be patented and the prior art are such that the subject matter as a whole 
would have been obvious at the time the invention was made to a person having ordinary 
skill in the art to which said subject matter pertains. Patentability shall not be negatived 
by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 


Claims 10-14, and 16 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Martini et al. WO 03/068195 and Lewis et al. US 2004/0081697. 
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With regards to pending claims 10, 15, and 16, Martini et al. WO 03/068195 (hereafter 
the '195 publication) teaches an oral dosage tablet form comprising an erodable core which 
comprises 5-[4-[2-(N-methyl-N-(2 pyridyl)amino)ethoxy]benzyl]thiazolidine-2,4-dione 
(Rosiglitazone) (abstract, page 3 lines 25-36, page 4, lines 1-4, page 6 lines 15-37, page 7, page 
8 lines 20-26 and lines 34-36). The '195 publication teaches an erodable coating around the core, 
that comprises one or more openings leading to the core wherein the coating is erodable under 
predetermined pH conditions. With regards to the limitation that the coating is erodible in the pH 
range from 4.5 to 8, the '195 publication teaches that the coating can erode at a pH greater than 
4.5 (line 5 page 7). 

The '195 publication does not teach the inclusion of Rosiglitazone with another 
antidiabetic agent which is Metformin, however Lewis et al. US 2004/0081697 (hereafter the 
'697 publication teaches an oral dosage form comprising an erodable core which comprises 
Rosiglitazone and another antidiabetic agent which is Metformin (paragraphs [0072], [0073], 
[0017], [0018], [0027], (Example 1-3), claims 1, 2, 11, and 15). 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 
invention was made to formulate a erodable core that comprises the compounds, Rosiglitazone 
and another antidiabetic agent which is Metformin. One would have been motivated to do so 
because the '697 publication teaches that certain modified release pharmaceutical compositions 
allow administration of a single daily dose of Rosiglitazone and antidiabetic such as Metformin, 
to provide an advantageous delivery of drug for maintaining effective glycemic control with no 
adverse side affects for the treatment of diabetes mellitus. 
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With regards to pending claim 11, the '195 publication teaches a coating that comprises 
one or more openings extending substantially completely through the coating but no substantially 
penetrating the core and communicating from the environment of use to the core and wherein 
release of the compound from the core occurs substantially through the openings and through 
erosion of the coating under pre-determined pH conditions. 

With regards to pending claims 12 and 13, the '195 publication teaches that the coating is 
enteric and that it is non-permeable. 

With regards to pending claim 14, the '195 publication teaches that the core can provide 
for immediate release of the compound via the openings. The '195 publication does not teach the 
immediate release of Rosiglitazone and the antidiabetic agent Metformin, however the '195 
publication does mention that by adjusting the variables and surface area of the core, the release 
rates in the different environmental conditions can be harmonized to obtain comparable release 
rates under different body conditions. As discussed supra it would have been prima facie obvious 
to one of ordinary skill in the art to formulate a tablet that includes Rosiglitazone and an 
antidiabetic agent such as Metformin. Furthermore, the '697 publication teaches the use of 
eroding matrices provides for sustained release of each of the active agents. 

RESPONSE TO ARGUMENTS 

Applicant's arguments with regard to the rejection of claims 1-14, and 16 (noting claim 
15 is now cancelled) under 35 U.S.C.103(a) over Martini et al. WO 03/068195 and Lewis et al. 
US 2004/0081697, has been fully considered, but they are not persuasive. 
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Applicant alleges that the Examiner is using hindsight reasoning to pick and choose 
among the various compositions, active ingredients and dosage form elements described in the 
'195 publication and the '697 publication to support the 35 USC § 103 rejection 

In response, the Examiner respectfully submits that it must be recognized that any 
judgment on obviousness is in a sense necessarily a reconstruction based upon hindsight 
reasoning so long as it takes into account only knowledge which was within the level of ordinary 
skill at the time the claimed invention was made, and does not include knowledge gleaned only 
from the applicant's disclosure, such a reconstruction is proper. See In re McLaughlin, 443 F.2d 
1392, 170 USPQ 209 (CCPA 1971). 

Applicants further argue that the claimed oral dosage form comprises more than just an 
erodible core containing Rosiglitazone and Metformin. In other words, applicant agues that there 
are additional compounds added. 

In response, the examiner respectfully submits that, the specification does not support 
having an additional compound included with Rosiglitazone and Metformin if it were intended to 
be another anti-diabetic. However, assuming that this additional compound is intended to be 
another anti-diabetic agent, one would have been motivated to include another anti-diabetic 
agent since it is known to be effective for treating diabetes, "It is prima facie obvious to combine 
two compositions each of which is taught by the prior art to be useful for the same purpose, in 
order to form a third composition to be used for the very same purpose.... [T]he idea of 
combining them flows logically from their having been individually taught in the prior art." In re 
Kerkhoven, 626 F.2d 846, 850, 205 USPQ 1069, 1072 (CCPA 1980) (see MPEP 2144.06). 
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Furthermore, it is not clear what this additional compound can be. Therefore, water could 
theoretically meet this limitation. The '697 publication teaches the core comprises active agent or 
agents. Additionally, the '697 publication teaches additional excipients can be included such 
diluents, binders, lubricants, surfactants, etc.. The '697 publication teaches the core consists of 
magnesium stearate (i.e. a compound). 

Applicants further argue that the '195 publication discloses a oral dosage formulation 
designed for delivery of a pharmaceutically active weak base defined as a base with the 
conjugate acid of which has a pKa of less than 11.5. Metformin posses a pKa of 12.4, and 
therefore the '195 publication does not have motivation as being suitable or desirable for 
delivery of a pharmaceutically active base, the conjugate acid which has a pKa of greater than 
11.5. 

In response, the examiner respectfully submits that there is no suggestion in the prior art 
references that the composition does not allow for inclusion for any other components. It would 
have been obvious to the skilled artisan to try to put in one formulation to achieve the same 
results (i.e. treatment of diabetes). The prior art does not exclude additional components. 

Furthermore, applicants argue that dosage forms containing a therapeutic amount of both 
Rosiglitazone and Metformin would contain amounts of Metformin that are over lOOx greater 
than the amount of Rosiglitazone. 

In response, the examiner respectfully submits that the instant claims do not recite 
suitable dosage amounts. It is well known and recognized in the art as evidenced by the abstract 
of "Rosiglitazone does not Alter the Pharmacokinetics of Metformin" (see PTO-892) that 
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Rosiglitazone and Metformin can be used in combination to optimize glycemic control. Co- 
administration of these drugs is known in the art. 

The '195 publication teaches all the same structures as claimed by applicants. Applicants 
are including the addition of another anti-diabetic agent, specifically Metformin, however it is 
well known in the art that these two drugs are used in combination to optimize glycemic control, 
and therefore it would have been obvious to the skilled artisan to also try to include Metformin in 
the dosage form taught by the '195 publication. 

Conclusion 

All claims have been rejected; no claims are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Correspondence 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Danah Al-Awadi whose telephone number is (571) 270-7668. 
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The examiner can normally be reached on 9:00 am - 6:00 pm; M-F (EST). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Robert A. Wax can be reached on (571) 272-0623. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be 
obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/DA/ 

Examiner, Art Unit 1615 


/Humera N. Sheikh/ 

Primary Examiner, Art Unit 1615 


